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* * 

imm *ii42£2i ^§oii °\m mm, xii60^°i ^§ 

01^^ (oi) □d|oi 

sg? (ei) 

[^IgfSg] 20 a 29,000 S! 

[^fgS] 8 £ 8.000 €! 

0 2d OS! 

[^Ata^S] 7 S 333,000 S 
[S3II] 370,000 SI 
[§¥AH#] 1. ast/H-aA«AI(Ee)_1S 
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(non-gel ated core)* £^£.41 4-§r -g-#^£^ ^>^7> 

£ la 
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^T^^-g- 2:^#{SUSTAINED RELEASE COMPOSITION FOR ORAL 

ADMINISTRATION OF A DRUG} 

(b)s] -g-#A]^ ^41- M-eJ-^ ^oiji ; 

£ 3a ^ 3bfe i4H#^ <#ofl 4^ w 0 >#^£(a) ^ ^# *|<£*13; 

(b)* M-E}\fl 3M:a, 

£ 4a ^ 4b^ #^2} 6 <H 4€- y o v ##£(a) ^ *l<3*l#(b)* 

eM 5H:n, 

£ 5a ^ 5b^r Hi^Msmoll^Efls^ <&<Hl H# « 0 Vt-^r5L(a) ^ 

*l<?^RKb)* M-Ef^i 3°U, 

5L 6a ^ 6bfe #3|<2] <><Hl 4€- -§-#^1^ ^4(a: 18 ^ b: -^H 

19)1- M-e}^ ^H^, 

£ 7a ^ 7bxr ^}S.M i?liI«J^ ^7><fr *fl*fl<2] -g-#A}^ ^(a: 

-^ A H1 20 ^ b: *JaH 21)1- M-e}^ 3°lZL, 
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♦ 

£ 8a vfl*l 8b^ 2tf*fl<4 ajjaofl i xfl*l 40^ ^]$\ -g-#A]^ 

^4(8a: i ; 8b : «] 2, 8c: W]H<^1 3 ^ 8d: 4)1- ti]iilsH M-eM 

^ S##*l|3.*1 £fe <£*}# * S^iH^l 

<10> Ji-g- ^Hj-Aj c^^S. *MiS}-SH <?}-f- 3«i^l# M^l 

^##<i « oil- A^V^A^ ^HoflAi 24*1 # o]Aj- c^o} 

-^i^£t O.JeL*1 o.-g.*j. isl-g- ^fl^l- <g 7 l ^ 

<ll> o)s. ^^o.^. ^tiV^^-S ^-g-^ -H-g-*> ^SMll- °]-g-*M ^^-A] 

?J 3}.° 5. JP 6001716 A(94. 1. llHHfe- *1 ^^-AlHS.^^l^^l-S.^.S 
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* 

ESjif, EP 521310 A(93. 1. 7)4Hfe *l = 4"-a1 v^^S-SL^ *1H.^-a] Sl^ 
^L^^ *)]*)]-!-, jp 62077335AC87. 4. 9)^*1^ ?Vs^-a]h]^#^^§ 
<>}■%■$: ^ 3^*11*11*, JP 03169814A(91. 7. 23)°lHfe *1 J^a] £1| ^#3.3. , 

4 nH]^ ?Jvg- ^#-g-^ 3MH# 4"^ A>-g-«|-5|^ , EP 274176BC92. 

5. 27) til ^t^fl-l- A]~g-tt ^ SLJLt!: 

<12> o] cH] t= ^-g--g-^ jl«.^> o] wj-^-i-o] ^o) JiJis} tij- $10^ ojeit!- 

^^t!" ^JL» A]^^. v itro)<t]*\ 0*>^ uf- 

4^0.5.*) ^s^H w c v^4 *^7f ^<^q-o> *>4. ^siM- ^-g-^ .h^-a}-* 

^*}:n. so] (non-gel ated core)7\ ^0} ^°^o] nV-g- ^ ^aj.o] ^^6\] 

hI-st)] £]o^ 0^ w o v #5fl€* 44^*1 24a]?J- ^-o} ^^^o.s. 

^>7fl 1^H7> ^}S\7] O^t^r ^}^o) 01^. 

<14> °1S 7flAH§1-ji7> US 4765989A, US 5208037A, US 5019397A ^MMfe ^Hf-^ 

H7l^ C]^^ ^-g- J§.-g}o) ^5$.6\]a] Qx}°\ « 0 V#3fl^^- uj-EHlTfl f-O.^M] ^1-Al^-oll 
^€ 7>^]-7ll 4 ^4. =L^, tf^f^ *M^r 

W o V #S^7l^- ^7> *fl-f ^Htb 2j-g-7];*H « 0 >#£)P.S. ^^M) *fl2: 

5^0) SHrHl, ^ ^-f^ ^H^H s)-^ ^oJl 44 u o v #(dose 
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* ♦ 

dumping) ^Mi4 *fl€^°l ##sfl€# M-Ef^i Slcf. n*«M , ^ 

W*H3 y o V # S^l^fc *ll*fl*HH ^-fr€ 3^ ##3*1 £>JL -g-^ 10%7}- 

##7l^v]H -§^5^1 £>JI ZLcflS tifl#5]jEL^ «ol-g-t- a^o^IE 

SL^r^ole^- ^ ^^(John S. Grundy and Robert T. Foster, Clin. Pharmacokinet , 30 
(1): 28-51(1996)). 
<15> rt}sfAi A^J-f^ ^*fl5. 0a)-^ ^-MW Qo] ^-Al^oil 

7fl^^j Jfclfe M-^HH JL^# x)^a]^o) sI-jl, -i-^fl, ^] i7 f -g- 

e^-flHH^V ^« ^ ^-g-Aj ^4 ^i^i 0 aV^ sfl^ M-^fe 1- 

-S* 7f7i a^ fl^g-i- IJ-^JI ^11- a.JLtr «r SWtfltr^ Wr*\ 

10-0216624 Jl(1999. 5. 3D). zl&|i4 #7] ^ 24 a]# ^ 0 *}-o) <^^§v wj-^ 
sfl^^. i^BKflTj §V^m, ^^(erosi on-type) ^l7l nfl^-ofl ^ofl -g.^ ^ 

#el ^o] ^ofl ^l^o^ ^7]. o^c^q. .g-^o} tg-^o^o] Aj^j-Tfl *j-oj 7 } ^ ^ ol 

<17> O^) TTj-Sl- £ t^Af#^ « i=o}Aj 24^ OAf 

7)1 -§-#sH, ^s^L ^l^H (non-gel at ed core)!- 
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<18> -g- °M-<£] « ^c^a] 24 -g-oj- oxV tiH-^fSLl- -R-*l 

^Efleo) 5L^-*Kr ^^^-g- A 1 y o v ^ ^l^W. 

< 20 > i^rgo] ot-o) ^ZjLj= 0c |.g. ^wj-Aj A^l ^-C^Al 2 4 ^13: 0 

^ ti jo.i£ S <^^s>7ll -§-#3^, ^ It^S wl-^s}- sol (non-gel ated core)!- ^ 
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<22> . ( i ) 

7V=tq^, iAlic^^, ol^cfHm, #3*}^, ^Al^m, S.^, °1S 

^Ej-ol^, #^2]^oll=) ; ^l^^l, ^afl, 7^1, ^--fr # ^ 



<24> (ii) 

a> #^^§: £th*"H ^V-g-^M-, s^^H«J^^- A V-§- 

^Vcf <ytiV^ o.^. <^-^]a]- u}-E#^r 3i7l ^7l-^^( initial burst effect)°l «J<H 

*<h 7h*h ^ ^ -§-##£^ *H* tf^l^lfe 3 

^o. ^ o. s ^ AV 7 1 -7M a>-§-^- ^-f , <^7J<L> : = 
1 : 0.1-1021 aV^^Tfl^ 1 : 0.2-0. 6^1 -&^>]~g-^- 3±7] 
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-T-°fl^-, ° a v ?J^ M-B# : 
H>^-^^7fl^ l : i~5 : 



: ST^S*]^ = 1 : 
0.5-3^ ^*}sL £^}~g-^ 



#3 2003/6/13 
0.2-10 : 0.1-5^ , 



<26> (iii) 2§^J}- ^afj 

<27> £ S 4^ ^-S-tr ^ #*L*fl*r £ ^1 y c V 

^ ^1^7> «^ ^-g-ojj ^ «-32f %^X\ m}^ ^afltfl^ 3.°]V}*) ^&o] ^51 *f. 

t^l ^(Non-gelated core)!- ^^^1 ^ 3.°]^ 

<£7j^ H^^^-f^l^l-^ 
o] nfl Sl^AjH^DfllMiir^-^-S^- ^£71-4,000 vfl^l 100,000cps ^1 % °1 u >^*f 

: 0.05-20^ , ti>^^|^r 1 : 0.1-10^ f^lS. £^-«H *r &i=h 

31 : al-gr^. 1 : 3~30 : 0.1-152} , w>^-2]^>7fl^ 1 : 5-25 : 

^o.sfe M «1, 3^ ^-M, q*H, ^^1, -fi-sMl, ^l^l, 4 

£2, €1-^ S^r #3J4>). -^-^-g- #7H?17) ^tr 
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eH13] ^-?r§>31 alcf. ^Ml^r SEfV P>ZLvi]^ <£-^n)^- ^E]7flo]H, 3£ 

ol^^l-e)^, *| iE.^- a] ES^ltSlS , iSiul^(Aj-=t^ : Kollidon VA64, : 
BASF, Germany)^ ^ 3-f<fl ^ tHB, SE 

q-B# <34 ^ 5&tt 3?/3=fe ^-^1, W*H, 

^ #*i*n# ^ sat*. 

^ ^ ^ f^S ^ ^-^ o]7Hl «1^<H ^ 
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<33> o]t} t}7] 2] «H 



#^ 2003/6/13 



<34> ^]ofl 1 ifl*) 21 

<35> ^>7l 5. 14 rag)* 3fe : Unique Chemicals, 

India), ^1^5}^^, ^e^^^H^, <£7Ja> ufBl-C^g-^ : Keltone R HVCR, 

Keltone R LVF, Kelcosol R , Kelset R , : ISP, USA), #3:3 (#^8: Keltrol R TF,F, 

^12:^: Kelco, USA), (Cesagum R LNl.LR 200, aflS^ : Cesalpinia, 

Italy), <£?J^ HS€^l#sl#ofl^Ell5(AV=^ : Kelcoloid R HVF.LVF, *fl^H : ISP, 
USA), Meltose R 90SH, 4.000SR, 100,000SR, *\}2l 

x\: Shin-Etsu, Japan) ^ : Ko 1 1 i don VA64 , *l)2ix\ : BASF, Germany)^- 

^^^fl-a- *H30Jl 7)-*V c]~g-, 5^- 

7H ^€ ^-l: °l-8-*M 

<36> 
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IS. 1] 
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<37> a] JEafl 1 tfl^l 4 
<39> [5. 2] 
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<40> X\-&q] l : -§-#a] % 

10-0216624 tfl^H tfltt^ ^«>Al^^^ *fl 2 ^(sfllr^Hl ^ 

^^J-ji, 2*m, 4^m, 6*13, 10*m, 12*]#, 16*12:, 20*13 ^ 24*13; 

^ ^-*fl-& ^-71 ^|^fl «U >420nmH*l ^^r^. 

<42> -g-#*|ig#*l : Erweka DT 80 

<43> -g-#<5fl : 2*1 pH 1.2^1 ^31^ 500 mHl -g-t*!^ ^ 2.25% ^-g-eHMi^M 

HCSodium Lauryl Sulfate, SLS)# ^*}S= 0.235 M Na 2 HP0 4 400 mil- 7}z>\3L q 
22 *1# ¥°J: -§-#*l^(3l*ll -§-#^ : pH 6.8, 1% SLS) 
<44> -g-#<5flfil : 37d0.5°C 

<45> s^^JE : 50, 100, 150 rpm^l 37}*} S3 
<46> -g-^ : HS^-SH^ ^ 

< 47 > ^.^ . u -Bondapak Cis R ( R , Waters) 
<48> ol^-^> : omMu|E| : ^- (55:45 v/v) 
<49> : l.2m£/min 

<so> ^^ 7 ) : ^sq jjL ^^-^-£741 (350nm) 
<5i> : 20 fd 
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<52> « 0 >#^ 7fl*V : nr^U-f^ (cumulative release amount )°-S. Tfl^t!: 1 }. 



<53> ^-71 ^ 5. Ida: ■& *(N 3? lb: tfltb^l^" ^ *fl 

10-0216624 JlH ^vfl^cf. £ HH ^°1> £ ^3 *fl*fl*r cfltb^l-^ ^ *fl 
10-0216624 J^l 7flAl^ «iL4 mtiV^H^l WH?} 3£r o.^ , 

ol^UfEi £ -§-#^£^ *H7> 3 <H ^ J^a] <3J 

<54> Al ^ ofl 2 

<55> AJA1<^1 46fl^ A>-g-*}^ Aj-7} A^cfl 14 -g-^*V ^JlS -§-#^1^ 

e]-§- a\&® ^^MIS. 24A]?i -g-ov 0 a}- tiV-g-^^s. «a^*»fl -§-#^ *r 551 

<56> Al^o^l 3 

<57> AjAlc^l 6 lfl*l TflS^ ^Ml* *1"§-*H Al^c^l lolf ^ilS 

-§-#^-8: T^rS-^-H , «o v #°l 0*V «V-§-^5.» ^-h^Att 2*1 *HM 20^1 

oi # (Lag time)!- y^rilS. n 

£ 3(3a: ^ 3b: <$#<s] aI^aI^V)^ u^ifl^^. £ 3«lH 



28-15 



^1020020064940 . ^ 2003/6/13 

^l^^m^r 2<H*lfe <r 5a4- 

<58> X|*jofl 4 

<59> ^Alc^l 8 ^ 12 ifl^l 14<sfl *\ *fl^€ *M1» *1"8-*H ^"71 A] ^6j| l32f ^ 

*i 20*m?}*HH ^£2} x^r<L3. ?>}JL Sfe ef# y o v # *1<3*1 

Tj-g: y^r «H ois.^ Aj-i}-^^^ n £ 4(4a: ##^rS. ^ 

4b: ^#3} «o V # *l<2*mH q-E^-ifl^cf. £ iL^-ol, ^ #7>^ 

<60> A]^<^1 5 

<61> -gAH 15 Lfl^l 17^1 >H *fl*fl«- *l~g-*H Aj-7] Aj^efl 13f ^Q]^ « 0 >^ 

y o v # ^l^^m* y^AS *H ^^r^l-i- T^JL zl £ 5(5a: 

tJ-^S. ^ 5b: « 0 ># 7^Al^)o)l M-El-^^cf. SL 5°fl*| Ji^l, <^^AV a s 
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<62> A|^j 6 : ^wj-s}- igsH 4€- 

<63> aJaH 18^1- 19^1^ *fl2:€ *fl*)l» *}-g-*H Al^ofl 1^ ^aj^ »^°-3. -8- 

o. zl £4* £ 6*11 51 6*11 

H)A$= #313 °<J=°1 ^ ^ 

^ol7> *fl^- «?>3*H -§-#1"^ *W ^l-S^l ^-g-o] -§-ol^ ^ flt*. 

<64> X\%6\] 7 : A^s}- ^-^1^1 S^SH 4^: -§-# A l ^ 

<65> AjA^ 20 £ 21<HH *fl2:£ *V8-*H -*7l Al^ofl 131- ^^tb -g- 

^7Jav ^ iMiB^l- ^V-g-* ^-f H^SL^H *W 

^17} Bfl *- o>^^- Ai« 0 v^ ^1^1 7 > ^^-°r ^ 

<66>a1^<^1 8: ^13 S^sH -g-#*l^ ^ wl^^ol^ «1 # 

<67> tiling 1 vfl^l 4*lH *f|2:£ ^~gr*H ^"71 Al^^l 13f ^-2-3. -g- 

^ai^ ^^^>jl ^^Hi 200IH *fls^ *H*fl£l -8-#*l^ ^ ^. 

^s^S £ 8(8a: n]M^ V. 8b: 2; 8c: Hlmofl 3; 3? 8d: *}M<% 4H M-Bj-vfl^ 

z}- S^Wl^ol ^<H4E^ ^1^^ wlJE<^l 2 tfl^l 4^ ^-r- ^#^1 y o V 

#°1 0*V ^-g-^-S. O]^^^ o>o. # o> 4, ^cf. 
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<68> £E*1 * 4 Al#oj ^. ^^11- V\^0\ n. v±T£-Qr #3] & JL , 

2)-^ S<>l(Gelated core)^- w]^^ 3.°] (Non-gelated core)^ »1* 

(K.N.Park, R.J.Mrsny, Controlled Drug Del /very, 18-23(2000)) a 3°fl M-e} 

<69> IS. 3] 
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0.09 d0.04cm 


0.73 d0.O3cm 


8.11 d0.45 


tiling 1 


0.39 d0.03cm 


0.36 d0.O4cm 


0.92 d0.13 
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0.30 d0.O3cm 


0.54 d0.O2cm 


1.85 d0.14 




0.32 d0.O2cm 


0.46 d0.O3cm 


1.44 d0.O5 


til^^l 4 


0.20 dO.Olcm 


0.54 d0.03cm 


2.72 dD.14 



^3 *D*H #tflajo.S -S<H7> #o) <£ ^ &t±. 

I^S] JL3J)-J 

<7i> £o] wvtgofl <4-^*r ^1 U o V ^ « 

24 Al?> ^-o> 0^1-21 ol-g-^JES -g-#sM mi}-g- ^3.3. h]-^^- 3.0] (non-gelated 

core)!- «g>S*r*l -gr^S^l -§-##£^ *V°1# ^^l^o^ ^ 

vflofl^ o^,^^ - 01 -I- ^^1 o>q^ ^33] ^ol^ 0.3. 
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11 

2^cj-aflol #€3^ J£^r <&*1^ ^ 

2] 

xi i sa°H, 

of # : a^^afl : ^aj- ^Xl^ ^*}7\ 1 : 3~30 : 0.1-15*1 3# ^ 

3] 

*H 1 %H1 &°H, 

^-7} <£*i^ M-Hl- : 1 : 0.1-10^ # 

^^-S *}^r 

[^T 1 * 4] 

i -M 5fl°H. 

^■71 ^ ^iS«J^5l 1 : 0.2-10 : 0.1-551 ^ 

WIS. £^ 3J°J-§- S>£r 2:^1-. 

51 

XI 1 ^Hl SZ^^i, 
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^■AlHS^^l^-il-S.^-^ : HS.^€#&1^1^^1S7> 1 : 0.05-20^ ^%=«1^ 

[-3^$ 6] 

^ 1 *<H1 91°]*], 

^■7} jl-Q<$ x]5eL*\], ^*fl, JL^\M.^ *l5.*fl ( til-itflSol^ ^ 

9J^1, ^ ^it*^, ^*H, ^*fi, ^ 

7] 

^ 6 *M 9X°]*], 

aV 7 ] ot^o] qjffltq^, ol^e^-tq^, Sfe #5^*MH.°J^°r ^^SLS. 7>}±± 
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